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AB A human cell line, which lacks major histocompatibility class I (MHC-I) 

antigens and major histocompatibility class II (MHC-II) antigens and which 

has been modified to comprise and express (i) a nucleotide sequence 

encoding an immunomodulator and (ii) a nucleotide sequence 

encoding a viral antigen, and a method of inducing or stimulating an 

immune response in a human to a viral-associated disease or cancer comprising 

administering to the human (i) the aforementioned human cell line 

in an amount sufficient to induce or stimulate an immune response to the 

virus-associated disease or cancer, (ii) a human cell line, which lacks MHC-I 

and MHC-ll antigens and which has been modified to comprise and express a 

nucleotide sequence encoding an immunomodulator, and a human 

cell line, which lacks MHC-I and MHC-II antigens and which has been 

modified to comprise and express a nucleotide sequence encoding an antigen 

of EBV, simultaneously or sequentially in either order, by the same or 

different routes, in amts. sufficient to induce or stimulate an immune 

response to the viral-associated disease or cancer, or (iii) an 

immunomodulator and a human cell line, which lacks MHC-I and 

MHC-11 antigens and which has been modified to comprise and express a 

nucleotide sequence encoding an antigen of EBV, simultaneously or 

sequentially in either order, by the same or different routes, in amts. 

sufficient to induce or stimulate an immune response to the virus-associated 

disease or cancer. The immunomodulator is a cytokine (e.g. 

interleukin, interferon, TNF, GM-CSF, etc), chemokine (e.g. MlP-la, 

MIP-lp RANTES, Gro-a, Gro-p, etc.) or adjuvant (e.g. heat 

shock protein or CpG) . The tumor-associated virus-derived antigen 

is Epstein-Barr virus-derived EBNA-1, LMP-1 and LMP-2. 
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the 


US 2002-430934P P 20021205 
AB Random sequence oligonucleotides that have antiviral activity are 

described, along with their use as antiviral agents. In many cases, 
oligonucleotides are greater than 40 nucleotides in length. Also 
described are methods for the prophylaxis or treatment of a 
viral infection in a human or animal, and a method for the prophylaxis 
treatment of cancer caused by oncoviruses in a human or animal. 
The methods typically involve administering to a human or animal 
in need of such treatment, a pharmacol . acceptable, 
therapeutically effective amount of at least oligonucleotide that 
does not act by a sequence complementary mode of action. The selection of 
phosphorothioate oligonucleotides inhibiting the replication of human 
herpesvirus 1 in cell culture with IC50 ' s of 0.043-0.059 \xM is 
reported. An oligonucleotide inhibiting the replication of the 
strain of human immunodeficiency virus 1 in 293A cells at an 
^iM is identified. 
REFERENCE COUNT: 6 


NL4-3 
IC50 of 0. 


011 


THERE ARE 6 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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AB 


The present invention relates to antibodies or fragments thereof that 
specifically bind FcyRIIB, particularly human FcyRIIB, with 
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greater affinity than said antibodies or fragments thereof bind 

FcyRIIA, particularly human FcyRIIA. The antibodies are 

humanized or chimeric derivs . of mouse monoclonal antibody 3H7 and 2B6. 

The invention provides methods of enhancing the therapeutic 

effect of therapeutic antibodies by administering the 

antibodies of the invention to enhance the effector function of the 

therapeutic antibodies. The invention also provides methods of 

enhancing efficacy of a vaccine composition by administering, the 

antibodies of the invention. 
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US 2004076611 Al 20040422 US 2003-617876 20030714 

PRIORITY APPLN. INFO.: US 2002-396126P P 20020717 

AB The present invention provides a composition comprising an AP205 virus like 
particle (VLP) and an antigen. The invention also provides a process for 
producing an antigen or antigenic determinant bound to AP205 VLP. AP205 
VLP bound to an antigen is useful in the production of compns . for inducing 
immune responses that are useful for the prevention or treatment 
of diseases, disorders or conditions including infectious diseases, 
allergies, cancer, drug addiction, poisoning and to efficiently induce 
self-specific immune responses, in particular antibody responses. 


L25 ANSWER 5 OF 39 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 


HCAPLUS COPYRIGHT 2004 ACS on STN 
2004 : 60253 HCAPLUS 
140: 127195 

Antibodies specifically bind to anionic phospholipids 
and/or aminophospholipids conjugated with duramycin 
peptide for treating viral infections and 


Search completed by David Schreiber x22526 


Lucas 09/802,445 


INVENTOR (S) : 

PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 


Huang, Xianming; 


cancer 

Thorpe, Philip E.; Scares, Melina M. 
He, Jin; Ran, Sophia 

Board of Regents the University of Texas System, USA 

PCT Int. Appl. , 37 8 pp. 

CODEN: PIXXD2 

Patent 

English 

1 


PATENT NO. 


KIND DATE 


APPLICATION NO. DATE 


WO 2004006847 

A2 

20040122 


WO 2003-US21925 

20030715 



W: AE, 

AG, 

AL, 

AM, 

AT, 

AU, 

AZ, 

BA, 

BB, 

BG, 

BR, 

BY, 

BZ, 

CA, 

CH, 

CN, 

CO, 

CR, 

CU, 

CZ, 

DE, 

DK, 

DM, 

DZ, 

EC, 

EE, 

ES, 

EI, 

GB, 

GD, 

GE, 

GH, 

GM, 

HR, 

HU, 

ID, 

IL, 

IN, 

IS, 

JP, 

KE, 

KG, 

KP, 

KR, 

KZ, 

LC, 

LK, 

LR, 

' LS, 

LT, 

LU, 

LV, 

MA, 

MD, 

MG, 

MK, 

MN, 

MW, 

MX, 

MZ, 

NO, 

NZ, 

OM, 

PG, 

PH, 

PL, 

PT, 

RO, 

RU, 

SC, 

SD, 

SE, 

SG, 

SK, 

SL, 

SY, 

TJ, 

TM, 

TN, 

TR, 

TT, 

TZ, 

UA, 

UG, 

US, 

UZ, 

vc, 

VN, 

YU, 

ZA, 

ZM, 

ZW, 

AM, 

AZ, 

BY, 

KG, 

KZ, 

MD, 

RU, 

TJ 













RW: GH, 

GM, 

KE, 

LS, 

MW, 

MZ, 

SD, 

SL, 

SZ, 

TZ, 

UG, 

ZM, 

ZW, 

AT, 

BE, 

BG, 

CH, 

CY, 

CZ, 

DE, 

DK, 

EE, 

ES, 

FI, 

FR, 

GB, 

GR, 

HU, 

IE, 

IT, 

LU, 

MC, 

NL, 

PT, 

RO, 

SE, 

SI, 

SK, 

TR, 

BF, 

BJ, 

CF, 

CG, 

CI, 

CM, 

GA, 

GN, 

GQ, 

GW, 

ML, 

MR, 

NE, 

SN, 

TD, 

TG 










PRIORITY APPLN. 

INFO , 






US 2002- 

396263P 

P 

20020715 




AB Disclosed are surprising discoveries concerning the ro 
phospholipids and aminophospholipids in tumor vasculat 
entry and spread, and compns . and methods for utilizin 
the treatment of cancer and viral infections. Also di 
are advantageous antibody, immunocon jugate and duramyc 
combinations that bind and inhibit anionic phospholipi 
aminophospholipids, for use in the safe and effective 
of cancer, viral infections and related diseases. 
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AB A method of immunizing against plaque forming diseases using display 

technol. is provided. The method utilize novel agents, or pharmaceutical 
compns. for vaccination against plaque forming diseases which rely upon 
presentation of an antigen or epitope on a display vehicle. The method 
further includes agents, or pharmaceutical compns. for vaccination against 
plaque forming diseases, which rely upon presentation of an antibody, or 
an active portion thereof, on a display vehicle. Whether antigens or 
antibodies are employed, disaggregation of plaques results from the 
immunization. The methods of the present invention also generally relates 
to treating and/or diagnosing neurol . diseases and disorders of 
the central nervous, regardless of whether the disease or disorder is 
plaque-forming or non-plaque forming. 
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US 2004029179 Al 20040212 US 2003-449831 20030530 
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PRIORITY APPLftJ. INFO. : US 2002-384878P P 20020531 

OTHER SOURCE(S): MARPAT 140:24702 

AB A method of building multi-subunit complexes of proteins, e.g. to improve 
the activity of a mol . , or to combine individual activities of different 
mols., using peptides derived from self-coalescing elements to direct the 
formation of aggregates is described. The present invention also 
discloses such chimeric mols . per se and their use in therapeutic 
, prophylactic and chemical process applications. In particular, methods of 
inducing complex formation in the activation of B cells are described. 
The self-coalescing elements are derived from the membrane translocation 
seguences of of secreted proteins. 
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Patent 
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PATENT NO. KIND DATE APPLICATION NO. DATE 
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19910214 









US 1992-837192 

B2 

19920213 









US 1993-37741 

B2 

19930325 









US 1994-191352 

B2 

19940202 




AB This invention features methods of treating and preventing 

damage to the epidermis and dermis by local admini strati on of 
trefoil peptides. The trefoil peptide can be administered 
either alone or in combination with other therapeutics including 
antimicrobial agents, anti-inflammatory agents or, analgesics. The 
trefoil peptide is especially intestinal trefoil factor. 
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PT, SE, BF, BJ, CF, CG, CI, CM, GA, GN, 


AB This invention features methods 
damage to the vaginal, cervical 
administration of trefoil pepti 
administered either alone or in 
therapeutic agents. Intestinal 
suppository tablet, and paste f 
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WO 1997-US6004 
US 2001-317657P 
US 2002-235238 
US 2002-422708P 
US 2003-362310 
US 1991-655965 
US 1992-837192 
US 1993-37741 
US 1994-191352 
of treating and preventing 
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des. The trefoil peptide can be 
combination with one or 
trefoil factor-containing douche, 
ormulations are given. 
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TR, 
KG, 

AT, 
IT, 
GN, 


CH, 
GE, 
LK, 
OM, 
TT, 
KZ, 
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PH, 
TZ, 
MD, 

BG, 
MC, 
GW, 


US 2002-359116P P 20020222 
US 2002-359614P P 20020225 
US 2002-366674P P 20020322 
AB An oligonucleotide based therapeutic strategy, called "Antigene 

Locks", is described which specifically kills cells based on their 
genotype. The strategy employs anti-gene lock oligonucleotides with arms 
and a backbone that are complementary to both strands of the gene target. 
There is mispairing between the terminal bases and the backbone in the 
antigene locks. Antigene Locks bind specifically to their gene targets in 
a sequence dependent fashion, intertwine with both strands of the target 
DNA and are irreversibly ligated ("locked"), thereby inhibiting DNA 
synthesis. One of preferred uses is manipulation of cell strains causing 
plasmids and episomes to be eliminated from cells. It was demonstrated 
that antigene lock treatment of episome bearing blue bacteria 
produced white colonies due to episome loss. When the target is 
integrated or present in the bacterial or human genome, they inhibit 
target DNA synthesis and selectively kill the majority of these cells. 
When transformed into a mixed population of cells, where only one cell 
type possesses the target, antigene locks selectively kill only the target 
bearing cell population. Antigene locks kill cells irresp. of their 
transcriptional status, and are active in both prokaryotic and eukaryotic 
cells. It was demonstrated that lacZ or proA directed antigene locks 
produced significant cell killing in a target gene-bearing Escherichia 
coli cell population. It was shown that Alu and HPV-E7 antigene locks 
kill cervical cancer cells. 
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TJ, TM 

GH, GM, KE, LS, MW, MZ, SD, SL, SZ, TZ, UG, ZM, ZW, AT, BE, CH, 
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US 2001-331045P P 20011107 
US 2002-50902 
WO 2002-IB166 
US 2002-396636P 
US 2001-262379P 
US 2001-288549P 
US 2001-326998P 
The present invention is related to the fields of mol . 

immunol. and medicine. The invention provides a composition comprising an 
ordered and repetitive antigen or antigenic determinant array, and in 
particular an array comprising a protein or peptide of IL-5, IL-13 or 
eotaxin. More specifically, the invention provides a composition comprising a 
virus-like particle and at least one protein, or peptide of IL-5, IL-13 
and/or eotaxin bound thereto. The invention also provides a process for 
producing the conjugates and the ordered and repetitive arrays, resp. The 
compns. of the invention are useful in the production of vaccines for the 
treatment of allergic diseases with an eosinophilic component and 
as a pharmaccine to prevent or cure allergic diseases with an ^ eosinophilic 
component and to efficiently induce immune responses, in particular 
antibody responses. Furthermore, the compns. of the invention are 
particularly useful to efficiently induce self-specific immune responses 
within the indicated context. 
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US 2002- 

355432P 
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20020205 



AB The present 

invention p 

provides 

chimeric 

nucleic 

acid mols . 

encoding 

CD1 


fusion proteins, comprising a leader peptide seguence, a CD1 endosomal 
targeting sequence, and an antigen of interest. In the CD1 fusion 
protein, the leader peptide sequence and CD1 endosomal targeting sequence 
direct production, processing, trafficking, and cell surface presentation 
the antigen of interest via the MHCII antigen presenting pathway. The 
invention also provides methods for producing the CD1 fusion protein or 
the antigen of interest or fragments thereof, methods for targeting the 
antigen of interest to the MHCII antigen presenting pathway, and methods 
for presenting on a cell the antigen of interest. Addnl , , the present 
invention provides methods for inducing in a subject an immune response 
mediated by a CD1 endosomal targeting sequence, methods for inducing in a 
subject an immune response to an antigen of interest, and methods for 
inducing in a subject an immune response mediated by an MHCII antigen 
presenting pathway. 
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AB 


The invention relates to immunostimulatory oligonucleotide 
compns . These oligonucleotides comprise an immuno stimulatory 
octanucleotide sequence. These oligonucleotides can be administered in 
conjunction with an immuno stimulatory peptide or antigen. 
Methods for modulating an immune response upon administration of the 
oligonucleotide are also disclosed. In addition, an in vitro screening 
method to identify oligonucleotides with immunostimulatory 
activity is provided. 
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OTHER SOURCE(S): MARPAT 138:210275 

AB The invention provides new compns. and methods for 

immunomodulation of individuals. Immunomodulation is 
accomplished by administration of immunomodulatory 
polynucleotide /microcarrier (IMO/MC) complexes comprising 3-6mer 
immunomodulatory oligonucleotides. The IMO/MC complexes may be 
covalently or non-covalently bound. Also provided are 
immunomodulatory compns. comprising a 3-6mer IMO encapsulated in 
an MC. 
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The mols. and methods of the present invention provide a means for in vivo 
production of a trans-spliced mol . in a selected subset of cells. The 
pre-trans-splicing mols. of the invention are substrates for a 
trans-splicing reaction between the pre-trans-splicing mols. and a 
pre-mRNA which is uniquely expressed in the specific target cells. The in 
vivo trans-splicing reaction provides a novel mRNA which is functional as 
mRNA or encodes a protein to be expressed in the target cells. The 
synthetic PTMs are designed to interact with a natural target precursor 
mRNA mol. {target pre-mRNA) and mediate a trans-splicing reaction 
resulting in the generation of a novel chimeric RNA mol. (chimeric RNA) . 
In addition, double trans-splicing reactions are used for the selective 
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expression of a toxin in tumor cells. For example, PTMs are designed to 

replace the second exon of the human 1-chronic gonadotropin-6 (fhCG6) gene 

transcripts and to deliver an exon encoding the subunit A of diptheria 

toxin (DT-A) . Expression of DT-A in the absence of subunit B should lead 

to toxicity only in the cells expressing the gene. PTMs are also designed 

to target genes in human Papillomavirus type 16, like E2 to 

eliminate E2 function in DNA replication, and demonstrated to express 

diphtheria toxin sub unit A (DT-A) product, which will kill the infected 

cells or express a marker gene which can be easily detected. The 

expression product of the mRNA is a protein of therapeutic value 

to the cell or host organism a toxin which causes killing of the specific 

cells or a novel protein not normally present in such cells. Other gene 

repair models for CFTR, or chorionic gonadotropin gene PHCG6 or 

p-galactosidase reporter gene, or mouse factor VIII gene are also 

designed and demonstrated. The invention further provides PTMs that have 

been genetically engineered for the identification of exon/intron 

boundaries of pre-mRNA mols. using an exon tagging method. The PTMs of 

the invention can also be designed to result in the production of chimeric RNA 

encoding for peptide affinity purification tags which can be used to purify and 

identify proteins expressed in a specific cell type. 
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AB Two new genes, Evin-1 and Evin-2, found in the epidermodysplasia 

verruciformis locus of the human genome, alleles of the gene, and their 
gene products that appear to be involved in the susceptibility to 
infection with Human Papilloma Virus (HPV) , epidermodysplasia 
verruciformis (EV) , or to psoriasis are described. The invention also 
relates to the use of Evin-1 and Evin-2 genes and their expression 
products or fragments thereof for the diagnosis of a susceptibility to 
HPV, to EV and/or to psoriasis. Finally, the invention relates to 
pharmaceutical compns. comprising Evin-1 or Evin-2 derived nucleic acids 
and to the screening of new drugs for the treatment or the 
prevention of infection to HPV, EV and/or psoriasis. 
REFERENCE COUNT: 2 THERE ARE 2 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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A method of inducing a CD8+ T response against a selected mol . by 
delivering the mol. via a recombinant simian adenovirus is provided. Also 
provided are methods of inducing interferon-a and interferon-p 
by delivering a recombinant simian adenovirus to a subject. The methods 
and compns. of the invention are particularly well suitedfor prophylaxis 
and treatment of infections with human immunodeficiency virus 
and human papilloma virus, among others, and cancer 
therapy . 
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AB A novel human member of the Bcl-2 Family Bcl-B has been identified, which 
is closest in amino-acid sequence homol . to the Boo (Diva) protein. The 
cDNA sequence and the encoded amino acid sequence of the human Bcl-B 
protein are disclosed. The Bcl-B protein is widely expressed in adult 
human tissues. The Bcl-B protein assocs. with mitochondria. The Bcl-B 
protein modulates apoptosis . Bcl-B also binds Bcl-2, BC1-XL, and Bax but 
not Bak. Bcl-B displays a unique pattern of selectivity for binding and 
regulating the function of other members of the Bcl-2 family. 
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AB 


Improved mol. vaccines comprise nucleic acid vectors that encode a fusion 
polypeptide that includes polypeptide or peptide phys . linked to an 
antigen. The linked polypeptide is one that (a) promotes processing of 
the expressed fusion polypeptide via the MHC class I pathway and/or (b) 
promotes development or activity of antigen presenting cells', primarily 
dendritic cells. These vaccines employ one of several types of nucleic 
acid vectors, each with its own relative advantages: naked DNA plasmids, 
self-replicating RNA replicons and suicidal DNA-based on viral RNA 
replicons. Administration of such a vaccine results in enhance 
immune responses, primarily those mediated by CD8+ cytotoxic T 
lymphocytes, directed against the immunizing antigen part of the fusion 
polypeptide. Such vaccines are useful against tumor antigens, viral 
antigens and antigens of other pathogenic microorganisms and can be used 
in the prevention or treatment of diseases that include cancer 
and infections. 
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immunol . ' and medicine. The invention provides a composition comprising an 
ordered and repetitive antigen or antigenic determinant array. The 
invention also provides a process for producing an antigen or antigenic 
determinant in an ordered and repetitive array. The ordered and 
repetitive antigen or antigenic determinant is useful in the production of 
vaccines for the treatment of infectious diseases, the 
treatment of allergies and as a pharmaccine to prevent or cure 
cancer and to efficiently induce self-specific immune responses, in 
particular antibody responses. 
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production of a trans-spliced mol. in a selected subset of cells. The 
pre-trans-splicing mols. of the invention are substrates for a 
trans-splicing reaction between the pre-trans-splicing mols. and a 
pre-mRNA which is uniquely expressed in the specific target cells. The in 
vivo trans-splicing reaction provides a novel mRNA which is functional as 
mRNA or encodes a protein to be expressed in the target cells. The 
expression product of the mRNA is a protein of therapeutic value 
to the cell or host organism a toxin which causes killing of the specific 
cells or a novel protein not normally present in such cells. The 
invention further provides PTMs that have been genetically engineered for 
the identification of exon/intron boundaries of pre-mRNA mols. using an 
exon tagging method. The PTMs of the invention can also be designed to 
result in the production of chimeric RNA encoding for peptide affinity 
purification 

tags which can be used to purify and identify proteins expressed in a 
specific cell type. 
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Methods of inducing mucosal immunity in individuals against proteins and 
peptides are disclosed. The methods comprise the step of 
administering topically or by lavage into mucosal tissue selected 
from the group consisting of rectal, vaginal, urethral, sublingual and 
buccal, a nucleic acid mol. that comprises a nucleotide sequence that 
encodes a protein or peptide that comprises an epitope against which 
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mucosal immunity is desired. The methods may be used to immunize an 
individual against a pathogen infection, hyperprolif erative diseases or 
autoimmune diseases using nucleic acid mols . which encode proteins and 
peptides that share an epitope with a pathogen antigen or protein associated 
with cells involved in hyperprolif erative diseases or autoimmune diseases, 
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The invention provides compns . and processes for the production of ordered and 
repetitive antigen or antigenic determinant arrays. The compns. of the 
invention are useful for the production of vaccines for the prevention of 
infectious diseases, the treatment of allergies and the 
treatment of cancers. Various embodiments of the invention 
provide for a core particle that is coated with any desired antigen in a 
highly ordered and repetitive fashion as the result of specific 
interactions. 
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immuno stimulatory sequence is administered to an 

individual who has been exposed to or infected by papillomavirus 

The polynucleotide is not administered with 
papillomavirus antigen. Administration of the 

polynucleotide results in amelioration of symptoms of 
papillomavirus infection. 
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, ML, MR, NE, SN, TD, TG 
US 2000-732560 20001208 


MD 
SL 
IE 
GW 


AB The invention relates to nucleic a 
detecting, characterizing, prevent 
variety of markers (7280 different 
wherein changes in the levels of e 
is correlated with the presence of 


US 1999-169811P P 19991208 
US 1999-171330P P 19991221 
US 2000-189113P P 20000314 
US 2000-193943P P 20000331 
US 2000-203772P P 20000512 
US 2000-210820P P 20000609 
US 2000-220113P P 20000721 
cid compns., kits, and methods for 
ing, and treating cervical cancers . A 
. GenBank Accession Nos . ) are provided, 
ixpression of one or more of the markers 
: cervical cancer. 
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Methods related to immuno stimulatory nucleic 
acid-induced interferon 

Hartmann, Gunther; Bratzler, Robert L.; Krieg, Arthur 
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Iowa Research Foundation 

PCT Int. Appl., 168 pp. 

CODEN: PIXXD2 

Patent 

English 
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PATENT NO. 


KIND DATE 


APPLICATION NO. DATE 
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RW: 


EP 1220684 


WO -2001022990 A2 20010405 WO 2000-US26527 20000927 

WO 2001022990 A3 20011004 

W: AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BY, BZ, CA, CH, CN, 
CR, CU, CZ, DE, DK, DM, DZ, EE, ES, FI, GB, GD, GE, GH, GM, HR, 
HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, LK, LR, LS, LT, 
LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NO, NZ, PL, PT, RO, RU, 
SD, SE, SG, SI, SK, SL, TJ, TM, TR, TT, TZ, UA, UG, UZ, VN, YU, 
ZA, ZW, AM, AZ , BY, KG, KZ, MD, RU, TJ, TM 

GH, GM, KE, LS, MW, MZ, SD, SL, SZ, TZ, UG, ZW, AT, BE, CH, CY, 
DE, DK, ES, FI, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE, BF, BJ, 
CF, CG, CI, CM, GA, GN, GW, ML, MR, NE, SN, TD, TG 

EP 2000-965477 20000927 
R: AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 
IE, SI, LT, LV, FI, RO, MK, CY, AL 

JP 2001-526199 20000927 
ZA 2002-1959 20020308 
US 1999-156147P P 19990927 
WO 2000-US26527 W 20000927 
Methods and corapns. are provided for extending the clin. utility of 
IFN-ct in the treatment of a variety of viral and 

proliferative disorders. Among other aspects, the invention provides 
methods which increase the efficacy of IFN-ct treatment and 
reduce IFN-oc treatment-related side effects. In addition, 
methods are' provides for supporting the survival and for activating 
natural interferon producing cells (IPCs) in vitro without exogenous IL-3 
or GM-CSF. The invention is based on the discovery that certain 
CpG and non-CpG ISNAs promote survival and stimulation 
of IPCs. 


JP 2003510290 
ZA 2002001959 
PRIORITY APPLN. INFO. : 


AB 


T2 
A 


20030318 
20030310 
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Antisense oligonucleotide inhibition of 
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Patent 
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APPLICATION NO. DATE 

US 1998-130426 19980806 

US 1996-692257 19960805 

US 1989-445196 B2 19891204 

US 1996-692257 A2 19960805 

US 1992-835946 Bl 19920303 


AB Oligonucleotides and oligonucleotide analogs are provided which are 
capable of antisense interaction with mRNA of papillomavirus. 
Such oligonucleotides or oligonucleotide analogs can be used for 
diagnostics and therapeutics, as well as for research purposes. 
In accordance with preferred embodiments of the invention, an 
oligonucleotide or oligonucleotide analog is provided which is 
hybrid! zable with a mRNA from a papillomavirus. The 
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oligonucleotide or oligonucleotide analog is able to inhibit the function 

of the RNA and is useful for therapy for infections by 

papillomavirus. In accordance with a preferred embodiment, 

portions of the papillomavirus are targeted for antisense 

attack. Thus oligonucleotides are preferably provided which hybridize 

with the E2, El, E7, E6 or E6-7 mRNAs . 


REFERENCE COUNT: 


47 THERE ARE 47 CITED REFERENCES AVAILABLE FOR THIS 
RECORD . ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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Ordered molecular presentation of antigens on 
virus-like particles 
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PCT Int. Appl. , 102 pp. 
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APPLICATION NO. 
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AZ, 

BA, 
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BY, 
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CH, 

CN, 
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CU, 
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DE, 

DK, DM, 
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FI, 
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IL, 
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KZ, MD, 

RU, 

TJ, 
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CY, 
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DK, 
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FI, FR, 

GB, 

GR, 
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BF, 

BJ, 
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RO 

FR, 

GB, 

GR, 

IT, 

LI, 

LU, 

NL, 

SE, 

MC, 

PT, 

BR 
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A 
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BR 
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AU 
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ZA 
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ZA 

. 2001-5050 
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INFO 





US 19 

98- 

110414P 

P 

19981130 











US 1999- 

"1427* 

38P 

P 

19990708 











WO 1999- 

IB1925 

W 

19991130 



The 

: authors 

disclose the preparatio 

■n of 

ordered 

arrays 

of antigens 

or antigenic 


AB 

determinants. The ordered arrays are provide for by covalent and 
non-covalent association of antigens with recombinant viruses, virus-like 
particles (envelope and capsid) , bacteriophage or other carriers. In one 
specific embodiment, a versatile new technol . based on a cassette-type 
system (alphavirus) allows production of antigen coated viral particles. 
Other specific embodiments allow the production of antigen coated hepatitis B 
virus-like particles or antigen coated measles virus-like particles. 
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AU 753172 
EP 986572 
EP 986572 


Al 
B2 
A2 
Bl 


19981221 
20021010 
20000322 
20031022 


AU 1998-78178 


EP 1998-926311 


19980605 


19980605 


R: AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 
IE, FI 

Bl 20010501 US 1998-92314 19980605 

T2 20020611 JP 1999-502884 19980605 

E 20031115 AT 1998-926311 19980605 

A2 20040102 EP 2003-20257 19980605 


US 6225292 
JP 2002517156 
AT 252596 
EP 1374894 


R: AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 
IE, FI, CY 

US 2002086839 


Al 


20020704 
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US 2001-770943 20010125 
US 1997-48793P P 19970606 
EP 1998-926311 A3 19980605 
US 1998-92314 Al 19980605 
WO 1998-US11578 W 19980605 
The invention relates to immunostimulatory oligonucleotide 
compns. These oligonucleotides comprise an immunostimulatory 
octanucleotide sequence. These oligonucleotides can be 
administered in conjunction with an immunostimulatory 
peptide or antigen. Methods for modulating an immune response upon 
administration of the oligonucleotide are also disclosed. In 
addition, an in vitro screening method to identify oligonucleotides with 
immunostimulatory activity is provided. Compns. containing the 
immunostimulatory oligonucleotide, antigen, adjuvant and 
co-stimulatory mol . (e.g. cytokine) are useful for treating 
cancer, allergy, asthma, viral infection, bacterial infection, and 
parasitic infection. 
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AB Oligonucleotides are provided which are capable of antisense interaction 
with mRNA of papillomavirus. Such oligonucleotides or 
oligonucleotide analogs can be used for diagnostics and 
therapeutics as well as for research purposes. In accordance with 
preferred embodiments of this invention, oligonucleotide ISIS 2105 is 
provided which hybridizes with selected mRNA from a human 
'papillomavirus. The oligonucleotide is able to inhibit the 
function of the RNA, and accordingly is useful for therapy for 
infections by such papillomavirus. In accordance with a 
preferred embodiment, portions of the papillomavirus are 
targeted for antisense attack. Thus, oligonucleotides are preferably 
provided which hybridize with the E2 transact ivator mRNA. 


REFERENCE COUNT: 


51 THERE ARE 51 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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19950224 
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19950728 
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AB Fusion polypeptides and aggregates of polypeptides comprising 

papillomavirus-derived antigens, and compns . thereof and their use 

e.g. with adjuvants for immunogenic and vaccine purposes in eliciting e.g. 

HPV-specif ic immune responses. The polypeptides can be purified to result 

in aggregates which when in solution or dispersion can pass through a 

sterilization filter, and in amorphous aggregates. An example of such a 

polypeptide is a fusion protein of human papillomavirus proteins 

L2 and E7 . 
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AB O14gonucleoticles are provided which are capable of antisense interaction 
with mRNA of papillomavirus. Such oligonucleotides or 
oligonucleotide analogs can be used for diagnostics and 
therapeutics as well as for research purposes . In accordance with 
preferred embodiments of this invention, oligonucleotide ISIS 2105 is 
provided which hybridizes with selected mRNA from a human 
papillomavirus. The oligonucleotide is able to inhibit the 
function of the RNA, and accordingly is useful for therapy for 
infections by such papillomavirus. In accordance with a 
preferred embodiment, portions of the papillomavirus are 
targeted for antisense attack. Thus oligonucleotides are preferably 
provided which hybridize with the E2, E6 and E7 mRNAs . 
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PRIORITY APPLN. INFO.: US 1993-104438 19930809 

WO 1994-US9039 19940809 

AB Oligomers are provided which are useful for modulating viral processes 
such as cytomegalovirus and papillomaviruses. The oligomers are 
comprised of subunits, at least one of which is a protein-nucleic acid 
(PNA) subunit. Therapeutic and diagnostic methods are also 
provided. Thus, 79 PNA oligomers were synthesized targeted to the 
translation initiation codon (AUG), coding sequence, 5' -cap, intron/exon 
(I/E) junction, or 5 * - untranslated region (UTR) of cytomegalovirus genes 
selected from the group consisting of DNA polymerase, and nuclear 
localization signals of IE1 and IE2. Similarly, 35 PNA oligomers were 
targeted to the early and late open reading frames El, E2, E4, E5, E6, E7, 
LI and L2 of the papillomavirus genome. It is expected that 
treatment of cells with oligomers directed to cytomegalovirus will 
reduced the infectious yield of the same cells. The 
papillomavirus oligomers have against BPV-1 and HPV E2 expression, 
HPV E7 expression,- BPV-1 El expression, exptl . -induced bovine 
f ibropapillomas, E2-dependent transactivation, viral focus formation, and 
oral and cervical cancer (HPV-18) cells. 
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AB Ribozymes that specifically cleave a viral RNA (picornavirus , 

immunodeficiency virus) in a gene needed in viral replication, e.g., the 
vif, nef, tat or rev genes are described for therapeutic use (no 
data) . The enzymes are also used to cleave RNA of a hepatitis virus, 
T-cell leukemia virus, hepatitis C virus, mRNA or rhRNA of a 
cytomegalovirus, and influenza virus RNA, and a herpes simplex virus mRNA 
mol. These enzymes are optimized to make them as small as possible and 
methods and reagents useful in selection and optimization of ribozymes are 
described. The ribozyme may be a hammerhead, a hairpin, hepatitis delta 
virus, group I intron or RNaseP-like RNA and is manufactured by expression 
the cloned in a bacterial or animal cell host or by synthesis if the 
enzyme is short. Furthermore, defective viral particles shed by cells in 
which the ribozyme is active may act as antigens to improve immune 
response to the virus (no data) . Suitable cleavage sites in appropriate 
genes are identified by sequence comparison and by modeling of the folded 
structure of the mRNA. Random and directed methods for optimizing the 
properties of a hammerhead enzyme are demonstrated. 
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AB Papillomaviruses induce benign proliferative lesions, such as 

genital warts, in humans. The E2 gene product is though to play 

a major role in the regulation of viral transcription and DNA replication 

and may represent a rational target for an antisense oligonucleotide drug 

action. Phosphorothioate oligonucleotides complementary to E2 mRNAs were 

synthesized and tested in a series of in vitro bovine 

papillomavirus (BPV) and human papillomavirus (HPV) 

models for the ability to inhibit E2 transactivation and virus-induced 
focus formation. The most active BPV-specific compds . were complementary 
to the mRNA cap region (ISIS 1751), the translation initiation region for 
the full-length E2 transactivator (ISIS 1753), and the translation 
initiation region for the E2 transrepressor mRNA (ISIS 1755) . ISIS 1751 
and ISIS 1753 were found to reduce E2-dependent transactivation and viral 
focus formation in a sequence-specific and concentration-dependent manner. 


ISIS 


1755 increased E2 transactivation in a dose-dependent manner but had no 
effect on focus formation. Oligonucleotides with a chain length of 20 
residues had optimal activity in the E2 transactivation assay. On the 
basis of the above observations, ISIS 2105, a 20-residue phosphorothioate 
oligonucleotide targeted to the translation initiation of both HPV type 6 
(Hpv-6) and HPV-11 E2 mRNA, was designed and shown to inhibit E2-dependent 
transactivation by HPV-11 E2 expressed from a surrogate promoter. These 
observations support the rational of E2 as a target for antiviral 
therapy against papillomavirus infections and 

specifically identify ISIS 2105 as a candidate antisense oligonucleotide 
for the treatment of genital warts induced by HPV-6 
and HPV-11. 
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AB A method is disclosed for immobilizing and purifying proteins. Also 
provided is a method for the formation of a kinetically inert complex 
between a transition metal ion and a biol. active mol . or reporter group 
which possesses a metal binding site to form a kinetically inert complex 
between the CP-protein (CP = chelating peptide) and the bound metal ion. 
This kinetically inert (immobilized metal/CP-protein) complex provides a 
component of an assay system useful for studying the interaction of any of 
a variety of ligands with the immobilized CP-protein. Also provided is a 
method of purifying immunoreactive proteins (IPs; antibodies, antibody 
fragments, etc.) or receptors on a solid support. Immobilization of IPs 
or other biol. active mols. using the methodol. of the invention enables 
the orientation of the mols. so as to maximize exposure of the antigen or 
ligand binding site in an affinity chromatog. system. Further provided is 
a method of forming heterodimeric, homodimeric, or multimeric complexes by 
crosslinking >2 biol. active mols. or reporter groups with metal 
binding sites. Thus, plasmid pl6E7e was constructed and expressed in 
Escherichia coli for the production of a fusion product containing the human 
papillomavirus 16 E7 oncoprotein sequence and a CP 

(Met-His-Trp-His-His-His) sequence. The protein was immobilized on a 
Co(II) -IDA-resin (IDA = iminodiacetic acid) , and the resulting kinetically 
labile resin was converted to the corresponding kinetically inert resin by 
oxidation of the Co(II) to Co(III). The resin bound RB ( anti-oncoprotein 
derived from human retinoblastoma gene) specifically, and the binding 
could be diminished by competition with excess free E7 or CP-E7 . Preparation 
of an anti-carcinoembryonic antigen antibody construct containing a CP, and 
immobilization of the antibody onto a Ni-mica surface via the CP, are also 
described. 
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AB Oligonucleotides and oligonucleotide analogs are provided which are 
capable of antisense interaction with mRNA of papillomavirus 
(PV) . These oligonucleotides are useful for diagonistics and 
therapeutics as well as for research purposes. The 

oligonucleotides preferably hybridize with the E2, El, E7 or E6-7 mRNAs . 

1-38 cells stably transformed by bovine PV-1 (BPV-1) were treated 

with 11753 and 11751 (oligonucleotides targeted to the translation codon 

for the E2 transactivator and the mRNA CAP region, resp.) and the viral 

DNA was quantitated. After 48 h of treatment at 1 \M t the 

viral DNA copy number on a per cell basis was reduced by a factor of 

.apprx.3. During the course of this assay, the cells divided 2-3 times. 

Thus, the viral DNA failed to replicate synchronously with the cellular 

DNA. The 2 oligonucleotides had a 50% inhibitory concentration IC50 of 10 and 

100 nm, resp. against BPV-1 transformation of C127 cells. 
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